Abstract: Isolated hepatic tuberculosis presenting as a mass either with or without fever can be confused with hepatocellular carcinoma. Clinical examination and laboratory investigations are not specific. Radiological investigations such as ultrasound and computed tomography cannot confirm the diagnosis; hence it is vital to always make an effort to demonstrate presence of acid fast bacilli in aspirated pus or necrotic material from a liver mass. We present a case of 50 years old male patient with HIV/AIDS who presented with non-specific symptoms without fever, clinically with hepatomegaly mimicking hepatocellular carcinoma with metastasis.
Introduction
Isolated liver tuberculosis (ILT) either in the form of tuberculoma or abscess is still considered a rare condition and hepatic tuberculosis is usually associated with active pulmonary or miliary tuberculosis (Singh et al., 2004) . Tubercular liver abscess, when present, is usually associated with the focus of infection in the lung or in the gastrointestinal tract (Javid, 1998) , or is associated with an immunocompromised state (Maharaj et al., 1987; Amarapurkar et al., 1995) . Cases of isolated hepatic tuberculosis are also not uncommon in immunocompetent patients especially with history of contact with patients with tuberculosis (Hassan et al., 2010; Bhatt et al., 2013) . The pathogenesis of hepatic tuberculosis is by haematogenous dissemination, the portal of entry being hepatic artery for hepatic miliary tuberculosis and portal vein for focal liver tuberculosis (Javid et al., 1998) . Despite the incidence of tuberculosis increasing with the pandemic of HIV/AIDS in Sub-Saharan, there are few documented cases of isolated hepatic tuberculosis presenting with a focal lesion and diffuse manifestation at the same time.
Abdominal tuberculosis has been associated with significant mortality reaching up to 50% in previous studies especially when diagnosis is delayed (Alcantara-Payawal et al., 1997; Chen et al., 2003) , hence the objective of this case report is to highlight significance of including hepatic tuberculosis in the differential diagnosis of all cases of hepatomegaly and initiate appropriate investigations, with potential of early treatment and improvement in clinical outcomes.
Case presentation
A 50 years old male was referred to Princess Marina Hospital, a tertiary hospital in Gaborone, Botswana for further evaluation of a liver mass on 14/05/2013. He gave a history of abdominal pain, poor appetite, weight loss, fevers and general body malaise for more than three months. He had presented to the local hospital three weeks earlier where he was admitted and treated empirically as a case of liver abscess with a course of two weeks antibiotics namely Intravenous Cefotaxime 1gm 12 hourly, Intravenous Gentamicin 80mg 12 hourly and Tablets Metronidazole 800mg 8 hourly.
It was noted that the patient was afebrile throughout his three weeks admission period at a local hospital. He was referred to a tertiary hospital due to a clinically worsening abdominal pain. There was no history of cough or chest pains. Patient also denied history of being diagnosed or treated for Tuberculosis in the past. He denied previous history of open tuberculosis contact and there was neither history of previous jaundice nor pruritis. He was HIV positive on (Tenofovir, Emtricitabine and Effavirenz) since December 2012, with baseline CD4 92 cells/µL.
Examination revealed a middle-aged man who was cachectic, afebrile, mild pale, no lymphadenopathy or clubbing. . Vitals were stable. Examination revealed a distended abdomen, enlarged, rough, tender right hypochondrium mass extending to the epigastrium. No splenomegaly or ascites or any other masses found. Central nervous system, cardiovascular, respiratory and musculoskeletal examinations were not remarkable. The impression of liver mass with differentials of hepatocellular carcinoma, metastatic liver disease and liver abscess were made. Initial workup included Full blood count (FBC) which showed a white cell count of 10.6 x 10⁹cells/l with normal differentials, Haemoglobin of 7.2g/dl (MCV of 90fl) and platelet count of 566 x 10 9 /l, raised alkaline phosphatise (ALP) of 217µmol/l, hypoalbuminaemia of 23.9g/l. The rest of liver enzymes and renal function tests were normal. Hepatitis B and C screening were negative, Alpha-fetoprotein was normal at 0.74ng/dl (0-20). Carcinoembryonic antigen (CEA) and Prostatic specific antigens (PSA) were also normal at <1ng/ml and 2ng/ml respectively. Serum amoebic titres and indirect haemaglutination test were not performed as they are unavailable at our facility Stool was negative for Entamoeba histolytica. Induced sputum for Acid Fast Bacilli was negative. Chest x-ray was normal and abdominal ultrasound was significant for hepatomegaly with an irregular hypoechoic mass in the left liver lobe. Right liver lobe had small multiple masses and other organs were unremarkable.
Computed Tomography (CT) abdomen revealed heterogeneous liver mass measuring 7.01cm-AP, 8.50cm-Transverse, 6.30cm-Cranial-Caudal in the left liver lobe. Necrotic areas with no enhancement within the mass were noted (Figure 1 ). There were multiple ill-defined hypodense areas in the right liver lobe peripherally (Figure 2 ). Ultrasound guided fine needle aspirated blood mixed with pus in a liver mass and showed a neutrophilic rich pattern of inflammatory exudate with presence of aggregates of epitheloid histiocytes, Langeharn's giant cells, macrophages, lymphocytes, fibroblasts and necrotic tissue, consistent with cold abscess probably due to tuberculosis. Culture of aspirated pus did not yield any growth both at 48 and 72 hours. Cell block examination showed pus and granuloma composed of epitheloid cell aggregation. The Ziehl-Neelsen Stain for Acid Fast Bacilli (AFB) was positive. Serum Angiotensin converting enzyme (ACE) to rule out sarcoidosis could not be performed due to lack of the capacity at the facility. Ultimately, the patient was started on quadruple therapy for tuberculosis comprised of isoniazid, rifampicin, pyrazinamide and ethambutol, and monitored at a local clinic. Review of the patient six months after completing antituberculosis treatment revealed a significant clinical improvement, the patient had gained weight, there was no abdominal pain, and physical examination was negative for hepatomegaly.
Discussion
Experience on previous cases of hepatic tuberculosis has led to three main classifications: diffuse hepatic involvement with pulmonary or miliary tuberculosis accounting for about 50%-80% of cases. Diffuse hepatic infiltration without recognizable pulmonary involvement was the second most common and isolated focal tuberculoma or abscess with an overall incidence of about 0.3% (Purl et al., 1994; Kok &Yapp, 1999; Lee et al., 2010) . The patient presented in this case was found to have hepatic involvement without evidence of tuberculosis elsewhere; the space occupying lesion in the form of abscess is one of the rarest manifestations. Presence of multiple small hypodense areas in a CT scan in the right lobe of the liver suggests a diffuse pattern, hence indicating two forms of hepatic tuberculosis coexisting in a patient with HIV/AIDS. The clinical presentation of this patient with abdominal pain, and weight loss in the absence of fever throughout his admission both at local and tertiary hospitals was confusing making hepatocellular carcinoma most likely. Despite the fact that there is no pathognomonic feature of local hepatic tuberculosis, some or all symptoms together were present in most of the previous case reports (Oliva et al., 1990; Hassan et al., 2010; Bhatt et al., 2013) .
Our patient was immunosuppressed, his liver enzymes were normal except for alkaline phosphatase which was elevated, this was consistent with other previous cases in B A immunocompetent patients with isolated tuberculosis (Oliva et al., 1990; Achem et al.,1992) . The histological picture of hepatic tuberculoma is usually that of a large epitheloid tumour, Langerhantype giant cells with granuloma formation surrounded by lymphohistiocytic cells (Tan et al., 1997) . The same picture was also found in our patient and the pus aspiration confirmed the mass to be an abscess. The findings of granuloma formation may suggest possibility of tuberculosis. However, other conditions like primary biliary cirrhosis, sarcoidosis, Crohn's disease, chronic active hepatitis and extra-hepatic biliary obstruction may have the same histological pattern (McCluggage & Sloan, 1994) .
The possibility of other granulomatous diseases was ruled out through history, physical examination and laboratory investigations. Sarcoidosis which also presents with histological pattern of granulomas was ruled out based on absence of skin lesions, clear chest hilar with no evidence of widening mediastinum. In our patient, the diagnosis was reached through bacteriological evaluation with staining aspirate material for Ziehl-Neelsen staining. This highlights the importance of doing this simple, yet forgotten investigation in most of the patients presenting with hepatomegaly. Clinicians should however remember that, the yield of positive acid-fast smears is low (Mandell et al., 1985) and high yield of diagnosis can always be achieved by proceeding to culture of pus or necrotic materials and PCR when available.
In conclusion, hepatic tuberculosis is a potentially treatable condition with satisfactory radiological and clinical outcomes, it calls for high TB-suspicious index among health care workers, especially among HIV/AIDS patients presenting with non-specific manifestations. This will enhance proceeding to appropriate diagnostic investigations including Ziehl-Nieelsen staining, culture of pus or necrotic material or PCR of liver aspirates and prompt antiturbeculosis treatment.
